Phase one dose finding study of capecitabine (Xeloda), radiotherapy and cisplatin in the treatment of locally advanced squamous cervical cancer.
A dose escalation study was performed for patients with locally advanced squamous carcinoma of cervix to determine the maximum tolerated dose (MTD) of daily capecitabine when combined with weekly cisplatin and radiotherapy. MTD would be reached if at least 2 out of 6 at any particular dose level developed Grade 3 or 4 diarrhoea, mucositis, skin or bladder toxicity or Grade 4 neutropenia associated with fever lasting more than 7 days or Grade 3 or 4 thrombocytopenia. The secondary endpoints were to define the toxicity profile, compliance with treatment, late radiation effects and to determine the tumour responses. Thirteen patients were enrolled (7 Stage II(b), 6 Stage III(b)). Cisplatin was given weekly at 40 mg/m2 (maximum 70 mg) concurrently with radiotherapy. Two doses of capecitabine were studied 300 mg/m2 bid (cohort 1) and 450 mg bid (cohort 2). One patient in cohort 1 developed Grade 3 diarrhoea and 2 patients had Grade 3 leucopenia. Two patients in cohort 2 developed Grade 4 leucopenia and neutropenic fever; one of these patients also had Grade 3 diarrhoea and thrombocytopenia. Only 1 patient had Grade 1 palmar-plantar erysthrodysesthesia. Three patients have developed late (RTOG/ECOG) Grade 3 toxicity bladder or vaginal mucosa at 6, 9 and 15 months. The MDT of continuous capecitabine, when given with pelvic radiotherapy and weekly cisplatin, is 450 mg m2 bid. The recommended dose of capecitabine in this combination is 300 mg/m2 bid. The regimen was well tolerated and the compliance was high. Progression-free survival at 12 months was 69.2%, and at 24 months, it was 49.2% (SE 15.4%) with an overall survival of 57.7% (SE 15.0%) at 24 months. Further evaluation of this regimen in a phase II/III study is warranted.